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Application/Control Number: 10/516,946 Page 2 

Art Unit: 1642 

Detailed Action 
Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .17(e), was filed in this application after allowance or after an Office 
action under Ex Parte Quayle, 25 USPQ 74, 453 O.G. 213 (Comm'r Pat. 1935). Since 
this application is eligible for continued examination under 37 CFR 1.114, and the fee 
set forth in 37 CFR 1.17(e) has been timely paid, prosecution in this application has 
been reopened pursuant to 37 CFR 1.114. Applicant's submission filed on 3/17/07 has 
been entered. 

Claims 26-27 have been added by Applicant. 

Claims 1,2,5-13,1 9-24, 26, and 27 are pending. 

Claims 6, 7, 9, 13, and 19-23 are withdrawn. 

Claims 1 , 2, 5, 8, 1 0-1 2, 24, 26, and 27 are currently under consideration. 
The following Office Action contains New Rejections. 

Objections Withdrawn 

All previous objections are withdrawn. 

Rejections Withdrawn 

All previous rejections are withdrawn. 



New Rejections 
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The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed 
publication in this or a foreign country, before the invention thereof by the applicant for a patent. 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claim 26 is rejected under 35 U.S.C. 102(a) as being anticipated by Macpherson 
et al (Proceedings of the American Association for Cancer Research Annual Meeting, 
3/02, 43:407-408). 

Claim 26 is broadly drawn to a process for detecting resistance of a cancer cell to 
oxaliplatin treatment comprising: detecting the level of mitochondrial apoptosis in a 
cancer cell from a subject having cancer and in a control cell not resistant to Oxaliplatin, 
wherein a lower level of mitochondrial apoptosis in said cancer cell compared to the 
control cell is indicative of oxaliplatin resistance. 

Macpherson et al teaches a process for detecting resistance of a cancer cell to 
oxaliplatin treatment comprising: detecting the level of mitochondrial apoptosis in a 
cancer cell (cells with bcl-xl) from a subject having cancer and in a control cell not 
resistant to Oxaliplatin (bcl-xl ko cells), wherein a lower level of mitochondrial apoptosis 
in said cancer cell compared to the control cell is indicative of oxaliplatin resistance (see 
abstract, in particular). 
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Claim 26 is rejected under 35 U.S.C. 102(a) as being anticipated by Arango et al 
et al (Proceedings of the American Association for Cancer Research Annual Meeting, 
3/02, 43:457). 

Arango et al teaches a process for detecting resistance of a cancer cell to 
oxaliplatin treatment comprising: detecting the level of mitochondrial apoptosis, which is 
characterized by a dissipation of the mitochondrial membrane potential and caspase-3 
activation, in cancer cells from subjects having cancer and in a control cell not resistant 
to Oxaliplatin (wild-type P53 cells), wherein a lower level of mitochondrial apoptosis in 
said cancer cell compared to the control cell is indicative of oxaliplatin resistance (see 
abstract, in particular). 

Claim 26 is rejected under 35 U.S.C. 102(b) as being anticipated by Fink et al 
(Cancer Research, November 1996, 56:4881-4886), as evidenced by Arango et al et al 
(Proceedings of the American Association for Cancer Research Annual Meeting, 3/02, 
43:457). 

Fink et al teaches a process for detecting resistance of a cancer cell to oxaliplatin 
treatment comprising: detecting the level of apoptosis, which Arango et al evidences is 
mitochondrial apoptosis, in cancer cells from subjects having cancer and in a control 
cell not resistant to Oxaliplatin, wherein a lower level of mitochondrial apoptosis in said 
cancer cell compared to the control cell is indicative of oxaliplatin resistance (see Figure 
2, in particular). 
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Claims 1 , 2, 5, 1 0, 1 2, 24, and 27 are rejected under 35 U.S.C. 1 02(b) as being 
anticipated by Maurer et al (Digestive Diseases and Sciences, 43(12): 2641-2648). 

Claim 1 is drawn to a process comprising detecting expression of an effector or 
marker gene expressing the pro-apoptotic Bax protein in a cancer cell. Claim 2 is 
drawn to the process of claim 1 wherein the cancer cell is selected from a group 
consisting of a cell obtained from a subject having colorectal cancer. Claim 5 is drawn 
to process of claim 1 , comprising detecting mRNA transcripts of said effector or marker 
gene. Claim 10 is drawn to the process of claim 1 , wherein a probe or primer is used to 
detect the expression of said effector or marker gene. Claim 12 is drawn to the process 
according to claim 1 , comprising contacting a nucleotide probe for said effector or 
marker gene with a biological sample to be analyzed for a time and under conditions 
suitable for hybridization to occur, and detecting hybridization. Claim 24 is drawn to the 
process of claim 1 , wherein said cancer cell is a colorectal cancer cell and said 
detecting comprises detecting the level of expression of mRNA encoding Bax. Claim 27 
is drawn to a process comprising measuring the level of mRNA encoding Bax. 

It is noted that the preambles of the instant claims are about intended purposes 
of the claimed methods, and the "wherein" clauses are not active method steps. 
Therefore, the preambles and the "wherein" clauses are not considered limitations to 
the claims. 

Maurer et al teaches a process comprising measuring the level of mRNA 
encoding Bax by detecting expression of an effector or marker gene expressing the pro- 
apoptotic Bax protein in a colorectal cancer cell from a subject having colorectal cancer, 
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comprising detecting mRNA transcripts, wherein a probe or primer is used to detect the 
expression of the Bax gene, comprising contacting a nucleotide probe for said effector 
or marker gene with a biological sample to be analyzed for a time and under conditions 
suitable for hybridization to occur and detecting hybridization (see Figure 2, in 
particular). 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 1 and 11 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Maurer et al (Digestive Diseases and Sciences, 43(12): 2641-2648) as applied to claim 
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1 above, and further in view of Aggarwal et al (J Immunol, February 1998, 160(4): 1627- 
1637). 

The teaching of claim 1 by Maurer et al is discussed above. 

Maurer et al does not specifically teach the process of claim 1 comprising 
obtaining a cDNAfrom the RNA of the biological sample and amplifying the cDNA using 
at least one primer for amplification of BAX. However, this deficiency is made up in the 
teachings of Aggarwal et al. 

Aggarwal et al teaches a quantitative PCR method comprising obtaining a cDNA 
from RNA of a biological sample and amplifying the cDNA using at least one primer for 
amplification of BAX (Figure 7, in particular). 

One of ordinary skill in the art at the time the invention was made would have 
been motivated to use a quantitative PCR method comprising obtaining a cDNAfrom 
RNA of a biological sample and amplifying the cDNA using at least one primer for 
amplification of BAX when detecting the expression of BAX in the method of Maurer et 
al because the quantitative PCR method of Aggarwal et al would provide quantitative 
results for determining BAX expression in the method of Maurer et al . One of ordinary 
skill in the art at the time the invention was made would have had a reasonable 
expectation of success for using a quantitative PCR method comprising obtaining a 
cDNA from RNA of a biological sample and amplifying the cDNA using at least one 
primer for amplification of BAX when detecting the expression of BAX in the method of 
Maurer et al because Aggarwal et al teaches primers that amplify BAX cDNA and 
methods of using said primers to amplify BAX cDNA (page 1628, in particular). 
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Therefore, the invention as a whole would have been prima facie obvious to one of 
ordinary skill in the art at the time the invention was made, absent unexpected results. 

Claims 1, 2, 5, 8, 10, 12, 24, and 27 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Maurer et al (Digestive Diseases and Sciences, 43(12): 2641- 
2648) as applied to claims 1 , 2, 5, 10, 12, 24, and 27 above, and further in view of 
Macpherson et al (Proceedings of the American Association for Cancer Research 
Annual Meeting, 3/02, 43:407-408) and Chao et al (J Exp Med, September 1995, 
182(3): 821-828). 

Teaching of claims 1,2,5,10,12, 24, and 27 by Maurer et al is discussed above. 
Maurer et al also teaches expression of the BAX gene varies in colorectal cancer cells 
(see Figure 2, in particular). 

Maurer et al does not specifically teach methods comprising determining the 
level of expression of BAX gene in cancer cells obtained from a patient and comparing 
the level with the level measured in a corresponding control sample of cells not resistant 
to oxaliplatin . However, these deficiencies are made up in the teachings of Macpherson 
et al and Chao et al. 

Macpherson et al teaches reduced expression of Bcl-xl in colon cancer cells 
results in an enhanced apoptotic response to oxaliplatin (see abstract). 

Chao et al teaches Bcl-xl functions as a repressor of apoptosis by 
heterodimerizing with and inhibiting pro-apoptotic BAX (page 821 and page 826, in 
particular). 
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One of ordinary skill in the art at the time the invention was made would have 
been motivated to perform a method of detecting resistance of a cancer cell to 
oxaliplatin treatment by determine the level of expression of BAX gene in cancer cells 
obtained from the patient and comparing the level with the level measured in a 
corresponding control sample of cells not resistant to oxaliplatin when performing the 
method of Maurer et al because Macpherson et al teaches reduced expression of Bcl-xl, 
a repressor of apoptosis that functions by inhibiting BAX (see pages 821 and 826 of 
Chao et al), in colon cancer cells results in an enhanced apoptotic response to 
oxaliplatin (see abstract of Macpherson et al). Therefore, colorectal cancer cells with 
less BAX expression detected in the method of Maurer et al would be expected to be 
more resistant to oxaliplatin than cells with higher levels of BAX expression because 
apoptosis of colorectal cancer cells by oxaliplatin has been shown to be controlled by a 
Bcl-xl mediated pathway, the expression level of a member of the Bcl-xl mediated 
apoptotic pathway (Bcl-xl) has been shown to modulate the Bcl-xl mediated apoptotic 
pathway in colorectal cells in response to oxaliplatin, and BAX is a pro-apoptotic 
molecule that is repressed by Bcl-xl. One of ordinary skill in the art at the time the 
invention was made would have had a reasonable expectation of success for 
performing a method of detecting resistance of a cancer cell to oxaliplatin treatment by 
determine the level of expression of BAX gene in cancer cells obtained from the patient 
and comparing the level with the level measured in a corresponding control sample of 
cells not resistant to oxaliplatin when performing the method of Maurer et al because 
Macpherson et al teaches reduced expression of Bcl-xl, a repressor of apoptosis that 
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functions by inhibiting BAX (see pages 821 and 826 of Chao et al), in colon cancer cells 
results in an enhanced apoptotic response to oxaliplatin (see abstract of Macpherson et 
al). Therefore, colorectal cancer cells with less BAX expression detected in the method 
of Maurer et al would be expected to be more resistant to oxaliplatin than cells with 
higher levels of BAX expression because apoptosis of colorectal cancer cells by 
oxaliplatin has been shown to be controlled by a Bcl-xl mediated pathway, the 
expression level of a member of the Bcl-xl mediated apoptotic pathway (Bcl-xl) has 
been shown to modulate the Bcl-xl mediated apoptotic pathway in colorectal cells in 
response to oxaliplatin, and BAX is a pro-apoptotic molecule that is repressed by Bcl-xl. 
Therefore, the invention as a whole would have been prima facie obvious to one of 
ordinary skill in the art at the time the invention was made, absent unexpected results. 

Summary 

No claim is allowed. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to SEAN E. AEDER whose telephone number is (571)272- 
8787. The examiner can normally be reached on M-F: 8:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry Helms can be reached on 571-272-0832. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Sean E Aeder/ 
Examiner, Art Unit 1642 



